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1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 
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International Bureau (PCT Rule 17.2(a)). 
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Paper No./Mail Date . 
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EXAMINER'S AMENDMENT 

1. An examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

2. Authorization for this examiner's amendment was given in a telephone interview 
with Ms. Megan E. Williams on 01/14/2008. 

Amendments to the claims 

3. The amendments to claims 46, 47, 62, 70-77, 81 , 82 and 86 are as follows: 

Claim 46 - A method of treating a subject having a tumor that over-expresses 
Cripto comprising administering to the subject a composition comprising a monoclonal 
antibody that specifically binds to an epitope of Cripto comprised in the domain 
spanning amino acid residues from about amino acid 46 to about amino acid 62 of SEQ 
ID NO:1 or amino acid residues from about amino acid 46 to about amino acid 62 of 
SEQ ID NO:2 in an effective amount. 

Claim 47 - A method of treating a subject having a tumor that over-expresses 
Cripto comprising administering to the subject a composition comprising a monoclonal 
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antibody that specifically binds to an epitope of Cripto comprised in the cysteine-rich 
domain of Cripto spanning from about amino acid residue 114 to about amino acid 
residue 150 of SEQ ID NO:1 or from about amino acid residue 114 to about amino acid 
residue 150 of SEQ ID NO:2 in an effective amount. 

Claim 62 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal antibody that specifically binds to an epitope of 
Cripto comprised in the domain spanning amino acid residues from about amino acid 46 
to about amino acid 62 of SEQ ID NO:1 or from about amino acid 46 to about amino 
acid 62 of SEQ ID NO:2 and a pharmaceutical^ acceptable carrier. 

Claim 70 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal that specifically binds to an epitope of Cripto 
comprised in the domain spanning amino acid residues from about amino acid 46-62 of 
SEQ ID NO:1 or amino acid residues from about amino acid 46-62 of SEQ ID NO: 2. 
wherein the antibody is conjugated to a maytansinoid, and a pharmaceutical^ 
acceptable carrier. 

Claim 71 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
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composition comprising a monoclonal antibody that binds to Cripto, wherein the 
antibody is a humanized version of the antibody produced by the hybridoma B3F6.17. 

Claim 72 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal antibody that specifically binds to an epitope of 
Cripto to which an antibody produced by hybridoma B3F6.17 binds, and a 
pharmaceutically acceptable carrier. 

Claim 73 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal antibody that, sp e cif i cal l y b i nds to a Cr i pto amino 
ac i d s e qu e nc e shown i n SEQ I D NO:1 or SEQ I D NO:2 , wherein the antibody 
specifically binds to an epitope of Cripto selected from the group of epitopes to which 
antibodies produced bv hvbridomas of A27F6.1 and B3F6.17 bind, and is capable of 
internalizing Cripto. 

Claim 74 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal antibody that specifically binds to an epitope of 
Cripto comprised in the cysteine-rich domain of Cripto spanning from about amino acid 
residue 1 14 to about amino acid residue 150 of SEQ ID NO:1 or from about amino acid 
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residue 114 to about amino acid residue 150 of SEQ ID NO:2, and a pharmaceutical^ 
acceptable carrier. 

Claim 75 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal antibody that binds to Cripto, wherein the 
antibody specifically binds to an epitope of Cripto selected from the group of epitopes to 
which antibodies produced by hybridomas of A6.C12.11, A8G3.5, and A6F8.6 bind, and 
a pharmaceutically acceptable carrier. 

Claim 76 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal antibody that specifically binds to a Cripto amino 
acid sequence shown in SEQ ID NO: 1 or SEQ ID NO:2 and inhibits the interaction of 
Cripto and ALK4. 

Claim 77 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal antibody that binds specifically to an epitope of 
Cripto selected from the group of epitopes to which antibodies produced by hybridomas 
A6C12.11, A6F8.6, A8G3.5, A19A10.30, A10B2.18, A17A2.16, and B3F6.17 bind, and 
a pharmaceutically acceptable carrier. 
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Claim 81 - A method of inhibiting proliferation of tumor cells that express Cripto in 
a subject comprising the step of administering to the subject an effective amount of a 
composition comprising a monoclonal antibody that binds to Cripto, wherein the 
antibody specifically binds to an epitope of Cripto to which an antibody produced by 
hybridoma A10B2.18 binds, and a pharmaceutical^ acceptable carrier. 

Claim 82 - A method of treating a subject having a tumor that over-expresses 
Cripto comprising administering to the subject a composition comprising a 
monoclonal antibody that specifically binds to an epitope of Cripto comprised in the 
domain spanning amino acid residues from about amino acid 46-62 of SEQ ID NO: 1 
or amino acid residues from about amino acid 46-62 of SEQ ID NO: 2. wherein the 
antibody is conjugated to a maytansinoid, in an effective amount. 

Claim 86 - A method of treating a subject having a tumor that over-expresses 
Cripto comprising administering to the subject a composition comprising a monoclonal 
antibody that sp e c i fica ll y b i nds to a Cr i pto am i no ac i d soquonc e shown i n SEQ I D NO:1 
or SEQ I D NO:2 . wherein the antibody specifically binds to an epitope of Cripto selected 
from the group of epitopes to which antibodies produced by hvbridomas of A27F6.1 and 
B3F6.17 bind, and is capable of internalizing Cripto in an effective amount. 
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Reasons for allowance: 

4. . The specification provides sufficient information for the epitopes that the claimed 
antibodies bind to, in addition to that such antibodies modulate Cripto signaling and 
modulate tumor growth. The invention also provides guidance that the antibodies which 
bind to the domains spanning amino acid residues 46-62 of SEQ ID NO:1, 46-62 of 
SEQ ID NO:2, 114-150 of SEQ ID NO:1 and 114-150 of SEQ ID NO:2 modulate Cripto 
signaling and tumor growth (paragraphs 9-21, in particular); in addition to that such 
antibodies also block the interaction between Cripto and ALK4 (paragraph 8, in 
particular). The specification, in paragraph 42, states that the antibodies produced by 
the hybridomas A27F6.1 and B3F6.17 are capable of internalizing Cripto. 

5. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Parithosh K. Tungaturthi whose telephone number is 
571-272-8789. The examiner can normally be reached on Monday through Friday from 
8:30 AM to 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms, Ph.D. can be reached on (571) 272-0832. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 



Respectfully, 

Parithosh K. Tungaturthi, 

Ph: (571) 272-8789 
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